Amendments to the Claims: 

1 . (currently amended) A method for tr e ating increasing active IGF-I levels a 
disorder charactorizod by dysregu l at i on of tho Growth Hormon e / I nsu li n li ko Growth 
Factor (GH/ I GF) axis in a mammal comprising administering to the mammal an 
effective amount of an Insulin-like Growth Factor-I (IGF-I) variant wherein the amino 
acid residue at position 16, 25, or 49 or the amino acid residues at positions 3 and 49 of 
native-sequence human IGF-I are replaced with an alanine, a glycine, or a serine 
residue. 

2. (currently amended) The method of claim 1 wherein the mammal has 
increased d i sorder is a hyp e rglycemic d i sorder, a r e nal d i sorder, congostivo h e art 
fa i lure, h e patic failur e , poor nutr i tion, a wast i ng syndrom e , or a catabo li c stat e wh e r ei n 
the Insulin-like Growth Factor Binding Protein-1 (IGFBP-1) levels ar e i ncr e as e d relative 
to such levels in a normal mammal w i thout such a d i sorder . 

3. (currently amended) A method for treating reduced renal function a r e na l 
d i sord e r in a mammal comprising administering to the mammal an effective amount of 
an Insulin-like Growth Factor-I (IGF-I) variant wherein the amino acid residue at position 
1 6, 25, or 49 or the amino acid residues at positions 3 and 49 of native-sequence 
human IGF-I are replaced with an alanine, a glycine, or a serine residue. 

4. (currently amended) The method of claim 3 wherein the reduced renal 
function d i sord e r is due to chronic or acute renal failure. • 

5. (currently amended) The method of ciaim 3 further comprising 
administering to the mammal an effective amount of a renally-active molecule that 
promotes readsorption and retention of electrolytes selected from the group consisting 
of pept i de, su l fony l- conta i n i ng, su l fonam i d e- conta i n i ng , peptides, sulfonamide 
compounds, phenylsulfonamidopyrimidines and phenvl-sulfonvl-aminopyrimidine 
derivatives, angiotensin-converting enzyme inhibitors and antibodies to endothelin. 
inh i bitor or ant i body molecul e that promot e s r o absorption or retention of o l octro l ytos. 
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6. (original) The method of claim 1 wherein the mammal is human. 

7. (previously presented) The method of claim 1 wherein the amino acid 
residues at positions 3 and 49 of native sequence human IGF-I are replaced with 
alanine residues. 

8. (withdrawn) A kit comprising a container containing a pharmaceutical 
composition containing an IGF-I variant wherein the amino acid residue at position 16, 
25, or 49 or the amino acid residues at positions 3 and 49 of native-sequence IGF-I are 
replaced with an alanine, a glycine, or a serine residue, and instructions directing the 
user to utilize the composition for treating a disorder characterized by dysregulation of 
the GH/IGF axis in a mammal. 

9. (withdrawn) The kit of claim 8 wherein the disorder is a hyperglycemic 
disorder, a renal disorder, congestive heart failure, hepatic failure, poor nutrition, a 
wasting syndrome, or a catabolic state wherein the IGFBP-1 levels are increased 
relative to such levels in a mammal without such a disorder. 

10. (withdrawn) The kit of claim 8 wherein the disorder is a renal disorder. 

1 1 . (withdrawn) The kit of claim 10 further comprising a container containing 
a renally-active molecule. 

12. (withdrawn) The kit of claim 10 wherein the disorder is chronic or acute 
renal failure. 

13. (withdrawn) The kit of claim 8 wherein the mammal is human. 

14. (withdrawn) The kit of claim 8 wherein both amino acids are replaced with 
alanine residues. 

15. (previously presented) The method of claim 3 wherein the mammal is 
human. 
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16. (currently amended) The method of claim 3 wherein the amino acid 
residues at positions 3 and 49 of native z sequence human IGF-I are replaced with 
alanine residues. 

17. (new) A method for enhancing renal function in a mammal comprising 
administering to the mammal an effective amount of an Insulin-like Growth Factor-I 
(IGF-I) variant wherein the amino acid residue at position 16, 25, or 49 or the amino 
acid residues at positions 3 and 49 of native-sequence human IGF-I are replaced with 
an alanine, a glycine, or a serine residue. 

18. (new) The method of claim 17 wherein the renal function to be enhanced 
is due to chronic or acute renal failure. 

1 9. (new) The method of claim 1 7 further comprising administering to the 
mammal an effective amount of a renally-active molecule that promotes readsorption 
and retention of electrolytes selected from the group consisting of peptides, 
sulfonamide compounds, phenylsulfonamidopyrimidines and phenyl-sulfonyl- 
aminopyrimidine derivatives, angiotensin-converting enzyme inhibitors and antibodies to 
endothelin. 

20. (new) The method of claim 17 wherein the mammal is human. 

21 . (new) The method of claim 17 wherein the amino acid residues at 
positions 3 and 49 of native-sequence human IGF-I are replaced with alanine residues. 

22. (new) A method for treating type II diabetes in a mammal comprising 
administering to the mammal an effective amount of an Insulin-like Growth Factor-I 
(IGF-I) variant wherein the amino acid residue at position 16, 25, or 49 or the amino 
acid residues at positions 3 and 49 of native-sequence human IGF-I are replaced with 
an alanine, a glycine, or a serine residue. 

23. (new) The method of claim 22 wherein the mammal is human. 

-4- 

Response and Amendment 
(Office Action Dated: August 24, 2004) 
Application Serial No. 10/028,410 
Attorney's Docket No. 39766-0131 R1-1D1 



24. (new) The method of claim 22 wherein the amino acid residues at 
positions 3 and 49 of native-sequence human IGF-I are replaced with alanine residues. 
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